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DETAILED ACTION 

This Office Action is in response to the Applicant's request reply received 3/6/08. 
Claims 1-9 are pending. No claims are withdrawn. No claims are cancelled. Claims 1 
and 7 have been amended. Claims 8 and 9 are new. 

Claim Objections 

Claim 1 is objected to because it contains the typo "0.05 mg mg/mL" [underlined 
added]. The Examiner will disregard the underlined word in the interest of compact 
prosecution. However appropriate correction is required. 

New Rejections Necessitated by Amendment 

Claim Rejections - 35 USC §112 

The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification sliall conclude witli one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

Claims 1-9 rejected under 35 U.S.C. 112, second paragraph, as being indefinite 
for failing to particularly point out and distinctly claim the subject matter which applicant 
regards as the invention. 

The amendments to claim 1 render it indefinite. The preamble to the claim is to a 
solution, but the amendment to the claim includes an indwelling catheter that is 
obstructed by a blood clot which does not appear to affect the physical properties of the 
solution. It is unclear to the Examiner the relevance of the catheter to the claimed 
solution. As discussed in the specification and in the previous Office Action (Mailed 
8/24/07) solutions of tenecteplase are known to dissolve fibrin bound blood clots. It 
appears that the amendment to the claim 1 includes a step where the tenecteplase 
solution dissolves a fibrin bound blood clot that has been in the catheter for at least 
about 5 days. However this is confusing since claim 1 is to a composition, specifically a 
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tenecteplase solution, and not a method for dissolving blood clots in catheters. These 
limitations render claim 1 indefinite since it is unclear how the catheter provides a 
structural component to the solution claimed in the preamble of claim 1 . Since the 
dependant claims 1-6 do not clarify this point they too are rendered indefinite by the 
amendment to claim 1. 

In the interest of compact prosecution, the claim 1 will read on a tenecteplase in 
a solution of sterile water or bacteriostatic water or normal saline at a concentration of 
0.01 to 0.05 mg/mL. 

Similar confusion arises with claim 7-9. Claim 7 is to a tenecteplase solution 
composition in a catheter and the new limitations as well as the new claims 8 and 9 are 
draw to method steps that uses the tenecteplase solution to dissolve blood clots in the 
catheters. Again since it is unclear how the catheter physically alters the tenecteplase 
solution it is unclear how these new amendments limit the claimed composition. 

In the interest of compact prosecution, claim 7-9 will read will read on a 
tenecteplase in a solution of sterile water or bacteriostatic water or normal saline at a 
concentration of 0.01 to 0.05 mg/mL that is capable of dissolving blood clots that are 
several days old. 

Response to Applicant's Arguments — 35 U.S.C § 103 

In the response submitted by the Applicant, the 35 U.S.C § 103 (a) rejection of 
claims 1-7 over Sandbaek et al. as supported by DrugBank in view of Graney et al. 
were considered but not found persuasive. 
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The Applicant argues tliat tlie new limitations limiting the tenecteplase solution in 
a catheter that is obstructed by a fibrogen bound blood clot overcome the teachings of 
the above references. However as described above these limitations render the claims 
indefinite since it is unclear how they further limit the solution. The claims are drawn to 
a solution to tenecteplase in various liquid carriers. The physical properties of a solution 
of tenecteplase are the same if stored in a vial, test tube, culture flask, bag, syringe or 
indeed a catheter since the activity of the tenecteplase solution is not effected by the 
container. Also, the limitation that the solution can dissolve a fibrin bound blood clot is 
an intended result that can inherently be achieved by the enzyme whose activity indeed 
dissolves fibrin bound blood clots. Art reading on a tenecteplase solution will also read 
on these limitations as well since the enzyme activity of tenecteplase will dissolve blood 
clots. 

The Applicant argues that altephase and telectephase are not to be considered 
as equivalents. The Applicant argues that the lower potency of altephase would not 
dissolve a fibrin bound blood clot at the concentrations limited in the claims. The 
Applicant does not provide any support for these statements. Sandbaek et al. clearly is 
able to dissolve blood clots that are 2-30 days old (paragraph bridging page 87 col 2 
and page 88 col 1) using altephase the within several hours (page 88, col 1 Intra-arterial 
thrombolysis). Clearly from the teachings of Sandbaek et al. altephase has sufficient 
potency to dissolve blood clots at least 5 days old. 

The Applicant argues that altephase cannot be used in a "dynamic therapeutic 
setting" to remove blood clots in an indwelling catheter. This argument is not 
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commensurate with the scope of the claims since the claims are to a solution and not a 
method of removing blood clots in an indwelling catheter. 

Therefore the rejection stands and is repeated below and are applied to new 
claims 8 and 9. 

The following Is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

Claim 1-7 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Sandbaek et al. (Blood Coagulation and Fibrinolysis, 1999) as supported by DrugBank 
(def "Tenecteplase") in view of Graney et al. (Australian Patent AU-B-42810, published 
1992). 

These claims are drawn to a composition containing about 0.01 to 0.05 mg/mL 
of Tenecteplase in sterile water or bacteriostatic water and normal saline. Claims 2-5 
further limit the range of the highest concentration of Tenecteplase in solution to about 

0. 04 mg/mL, 0.03 mg/mL, 0.02 mg/mL, 0.015 respectively. Claim 6 further limits the 
Tenecteplase be in sterile water. Claim 7 limits the composition of claim 1 further 
comprises an indwelling catheter. 

Sandbaek et al. teach a concentration of Alteplase in saline at a final 
concentration of 0.02 mg/mL and is administered by an indwelling catheter (page 88, col 

1 , "Intra-arterial thrombolysis") to dissolve fibrin bound blood clots that are 2-30 days old 
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(page 87 col 2 to page 88 col 1). Alteplase is an art recognized equivalent for the same 
purpose as Tenecteplase (M.P.E.P. § 2144.06) since both have the same activity to 
dissolve blood clots (see OA mailed 8/24/07 page 2 to 3). Sandbaek et al. does not 
teach the limitation of claim 5 that the concentration of Tenecteplase is about 0.01 to 
0.015. However, the M.P.E.P. § 2145.05 state: 

"a prima facie case of obviousness exists where the claimed ranges and prior art ranges 
do not overlap but are close enough that one skilled in the art would have expected 
them to have the same properties." 

Also while the Sandbaek et al. above teaches the components of the composition of 
claim 1 they do not teach the concentration limited by claim 5. However, M.P.E.P. § 
2144.05 II states: 

Generally, differences in concentration or temperature will not support 
the patentability of subject matter encompassed by the prior art unless 
there is evidence indicating such concentration or temperature is critical. 

Absent any teaching of criticality by the applicant concerning the concentration of 

Tenecteplase listed in claim 5 for the composition of claim 1 , it would be prima facie 

obvious that one of ordinary skill in the art would recognize that the amounts listed in 

claim 5 are result effective variables whose ratio and concentration are a matter of 

routine optimization. 

Also while Sandbaek et al. teach their composition in saline, they do not provide 
the details on the composition of the saline and thus do not anticipate the limitation of 
sterile water for injection or bacteriostatic water for injection and normal saline. This is 
taught by Graney et al. 
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Graney et al. teach that Tenecteplase (called the synonym tPA or tissue 
plasminogen activator or Alteplase by Graney, page 7, lines 1-2) can be included in 
compositions where the solvent carrier is sterile water (page 7, line 8) or distilled water, 
Ringer's solution as well as saline and other conventional carriers (page 8, lines 19 and 
20). Therefore Graney et al. teach that saline as well as sterile water for injection and 
other conventional pharmaceutical carriers can be used interchangeably to dissolve and 
administer Tenecteplase and are therefore art recognized equivalents for the same 
purpose and it would be obvious for one of ordinary skill in the art to substitute saline 
from sterile water for injection (M.P.E.P. § 2144.06). 

Therefore, the invention as a whole would have been prima facie obvious at the 
time of filing in view of the references listed above and as such claims 1-9 are not 
allowable. 

In response to this office action the applicant should specifically point out 
the support for any amendments made to the disclosure, including the claims 
(MPEP 714.02 and 2163.06). Due to the procedure outlined in MPEP § 2163.06 for 
interpreting claims, it is noted that other art may be applicable under 35 U.S.C. § 102 or 
35 U.S.C. § 103(a) once the aforementioned issue(s) is/are addressed. 

Applicant is requested to provide a list of all copending U.S. applications 
that set forth similar subject matter to the present claims. A copy of such copending 
claims is requested in response to this Office action. 
CONTACT INFORMATION 
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Any inquiry concerning tliis communication or earlier communications from the 
examiner should be directed to Thane Underdahl whose telephone number is (571 ) 

272- 9042. The examiner can normally be reached Monday through Thursday, 8:00 to 
17:00 EST. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Michael Wityshyn can be reached at (571) 272-0926. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 

273- 8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/Leon B Lankford Jr/ 

Primary Examiner, Art Unit 1651 

Thane Underdahl 
Art Unit 1651 



